OurRef: 1421-03 

US Serial No. 10/734,023, filed 12/11/03 



DO NOT ENTER 

For Discussion purposes only 

/KRS/ 10/27/2009 



.0 Churn >ct 



(Cancelled) 



2. (Previously Presented) The method according to claim 34. wherein the motif or 
the combination of motifs is a nucleotide or a combination of nucleotides and a subset of 
sequences is selected from sequences in a databank of nucleic acids. 



3. (Previously Presented) The method according to claim 34, wherein the motif or 
the combination of motifs is an amino acid or a combination of ammo acids and a subset of 
sequences is selected from sequences in a databank of polypeptides or proteins. 

4. (Previously Presented) The method according to claim 34, wherein the reference 
sequence is a wild-type sequence, 

51, (Previously Presented) The method according to claim 34. wherein the reference 
sequence is a sequence comprising in a position i a motif present in position i in a predetermined 
number of sequences of step (a). 



6. (Cancelled) 



7. (Previously Presented) The method according to claim 34, wherein positions of at 
least one of the sets 1:1 and F are designated by the user. 

8. (Previously Presented) The method according to claim 34 wherein step (b) 
ft h* co iprises ; est ste K-ludim renei ting otaiity o ibina! is of pos -1 posi > t 
dele r mm or e; c i o sah .op bina ons the value ol coei icients R P oi R F> and retaining the 
combination corresponding to a largest set of positions coefficient R E or Rr of which corresponds 
to said second value. 
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9. (Previously Presented "he melh< im to c aim 34, wherein the set of 
sequences comprises sequences of motifs of pathogenic organisms having a high level of 
mutability. 

10. (Previously Presented) The method according to claim 34, wherein the set of 
seque ces mprises sequence 3 notii f ge c £ cated i u h animal or plant 
pathologies having a high leve; of mutability. 

11.49. (Cancelled) 

20. (Currently Amended; The method according to claim 34, wherein the set of 
sequences of step (a) comprises aU polypeptide sequences of different valiants of a protease of 
hum mmunodc - c % i 

21. -27. (Cancelled) 

28. (Previously Presented) The method according to claim 34, farther comprising, 
after step (c), a step (e) of comparing motifs identified in step (c) with known drug resistances to- 
observed mutations. 

IS F' \ jo^o V t-v! oc) The method according, to claim 34, farther comprising, 
after step (c), a step (e) of comparing motifs identified in step (c) with motifs of sequences 
implicated in at least one of a catalytic site and a site linked by noncompetitive inhibitors. 

30.-32. (Cancelled) 

33. (Previously Presented) The method of Claim 35, wherein the CLUSTAL 
algorithm is the CLUSTAL W algorithm. 

34. (Previously Presented) A method for identifying a motif or a combination of 
motifs having a Boolean state of predetermined mutations in a set of sequences comprising: 
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a) aligning a set of sequences of ordered motifs presented by a single-character code on 
a programmed, computer using a n p t nee a proem progran 

b) comparing a reference sequence with the set of sequences aligned in step (a) by 
forming a first numerical matrix A of dimensions NxM in winch N designates a number of 
sequences anc X de >a ates a numl 1 ttifs of one lul > d alignment, with i 

Ay being equal to a first value Al when the motif of position i of sequence] with a, value ranging 
from 0 to N is mutated in relation to a motif of position i of the reference sequence and equal to a 
second value A2 in other cases, 

forming two analysis matrices B and C of mutations in which: 

- matrix B is a matrix of unmuiated couples, of couples which do not mutate 
-mi 'ur v -.n v >' h > 1 \f\M. value Bjjc - B^i being equal: 

to a first value Bl when A, 4 - A k j - Al irrespective of the value of 
j ranging from 0 to N, 

to a second value B2 in other eases; 
~; matrix C is a matrix of mutated couples of dimension MxM, value = Q, k[ 
being equal: 

to a second value CI when Ay - A^ irrespective of the value of j 
ranging from 0 to N, 

to a first value C2 in other eases; 
determining for a set E of positions a coefficient R s whose value is R; when values B-* 
are equal to a second value B2, irrespective of the values of i and k belonging to set £ of said 
positions, 

determining for a set F of positions, a coefficient R.-, the value of which is R t when 
values Cj t tc are equal to second value 02. irrespective of the values of i and k belonging to set F 
of said positions; 

wherein in the matrices, i and k designate positions and j designates a sequence, and 

c) identifying motifs not having mutated simultaneously or motifs having mutated 
simultaneously at least once on at. least one sequence of the set and not having mutated on 
another sequence of said set. 
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35. (Previously Presented) A method for identifying a motif or a combination of 
motifs having a Boolean state of predetermined mutations in a set of sequences comprising: 

a) aligning a set of sequences of ordered moti fs represented by a single-character code on 
a programmed computer using a CLUSTAL algorithm based multiple sequence alignment 
program or a Hidden Markov Mode! algorithm based multiple sequence alignment program, 

b) comparing a reference sequence with the set of sequences aligned m step (as by 
forming a first num ric natrix A of dimensions NxM * * . \ ees uvu a number of 
seque sees and M desig tes a a imbei e' said alignment, \ value 
Ay being equal to a first value Al when the motif of position i of sequence j with a value ranging 
front 0 to N is mutated in relation to a. motif of position i of the reference sequence and equal to a 
second value A2 in other cases, 

forming two analysis matrices B and C of mutations in which: 

--■ .matrix E is a matrix of tmmutated couples, of couples which, do not mutate 
simultaneously, of dimension MxM, value B-,k :::: Bfy being equal: 

to a first value Bl when Ay - A<y ~ Al irrespective of the value of 
j ranging from 0 to N. 

* to a second value B2 in other cases: 
•- matrix C is a matrix of imitated couples of dimension MxM, value Cy - Q; K 
being equal: 

to a second value CI when Ay - Aiy irrespective of the value of j 
ranging from 0 to N, 

to a first value C2 in other cases; 
determining for a set E. of positions a coefficient R E whose value is R-. when values Bj, k 
are equal to a second value 82, irrespective of the values old and k belonging to set E of said 
positions, 

determining for a set F of positions, a coefficient R,,, the value of which is R, when 
values Ci.k are equal to second value C2, irrespective of the values of i. and k. belonging to set F 
of said positions; 

wherein in the matrices, i and k designate positions and j designates a sequence, and 
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c) identifying motifs not having mutated simultaneously or motifs having mutated- 
simultaneously at least once on at least one sequence of the set and not having mutated on 
another sequence of said set. 
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